TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feige et al 
APPLN. NO.: A-527B 



FIG. 1 



peptide selection 
I 

peptide optimization 

i 

formation of Fc-peptide DNA construct 

i 

insertion of construct into expression vector 

i 

transfection of host ceil with vector 
I 

expression of vector in host cell 

4 

Fc multlmer formation in host cell 

4- 

isolation of Fc multimer from host cell 



. . -E. ,V,Oi)«ncD PEPT.DES AS TriERAPEuTrfC AGENTS 
INVENTORS: Feige et al 
APPLN. NO.: A-527B 



FIG. 2A FIG. 2B FIG. 2C 









-s-s- 




-s-s- 


\ 





FcV 



-s-s 

-S-S-l 



-s-s 
-s-s 



FIG. 2D FIG. 2E FIG. 2F 



X 1 


* 




\ X 1 


* 












r 








-S-S- 






-s-s- 






-s-s- 






-s-s- 


Fo< 






F(X 














<~ 





r 



Fc^ 



S-S 
S-S 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Felgeetal 
APPLN. NO.: A-527B 



FIG. 3A 



Fc 



- L 1.p1. L 2 



FIG. 3B 



l I 
S S 
I I 

s s 

I I 



Fc 



FIG. 3C 



i i 

s s 
I I 
s s 



Fc 



TITLE". MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 4 



ATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCGTCA 

1 + + + * + + 60 

TACCTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTTGAGGACCCCCCTGGCAGT 

MDKTHTC PPCPAPELLGGPS 

GTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC 

61 ♦ + + + + + 120 

CAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAG 

VFLFPPKPKDTLMISRTPEV 

ACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTG 

121 + + + + + + 180 

TGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCAC 

TCVVVDVSHEDPEVKFNWYV 

GAC GGC GTGGAGGTGC ATAATGC C AAGACAAAGCCGCGGGAGGAGC AGTACAAC AGC ACG 

181 + + + + + + 240 

CTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGC 

DGVEVHNAKTKPREEQYNST 

TACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTAC 

241 + + + + + + 300 

ATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCATG 

Y. RVVSVLTVLHQD WLNGREY 

AAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCC 

301 + + + + + + 360 

TTC AC GTTC C AGAGGTTGTTTC GGGAGGGTC GGGGGT AGC TC TTTTGGT AG AGGTTTC GG 

KCKVSNKALPAPIEKTISKA 

AAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACC 

361 + + + + + + 420 

TTTCCCGTCGGGGCTCTTGGTGTCC AC ATGTGGGAC GGGGGT AGGGCCCT AC TC GAC TGG 

KGQPREPQVYTL PPSRDELT 

AAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTG 

421 + + + + + + 480 

TTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCAC 

KNQVSLTC LVKGFYPSDIAV 

GAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGAC 

481 + + - - + + + + 540 

CTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGC GGAGGGC ACGACCTG 

EWESNGQPENNYKTTPPVLD 

TCCGAC GGC TCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAG 

541 + + + 4- + + 600 

AGGCTGC C GAGGAAGAAGGAG ATGTC GTTC GAGTGGCACCTGTTC TC GTCC ACC GTC GTC 

SDGS FFLYS KLTVDKSRWQQ 

GGGAAC GTCTTC TC ATGCTCCGTGATGCATGAGGCTCTGC AC AACC ACTACACGC AGAAG 

601 ♦ ♦ + ♦ ♦ * 660 

CCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTC 

GNVFSC SVMHEALHNHYTQK 

AGCCTCTCCCTGTCTCCGGGTAAA 

661 + + 684 

TC GGAGAGGGACAGAGGCCC ATTT 
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FIG. 7 



TCTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGGACAAAACTCACACATGTC 

1 * + + + * + 60 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCTGTTTTGAGTGTGTACAG 

MDKTHTC P - 

CACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAAC 

61 * + + + + + 120 

GTGG AAC AGGTC G AGGC C TTG AGG AC C C C C C TGGC AGTC AG AAGG AG AAGGGGGGTTTTG 
PCPAPELLGGPSVFLFPPKP- 

CCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGA 

121 * ♦ + + + + 180 

GGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACT 
KDTLMI SRTPEVTCVVVDV3- 

GCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATG 

181 + + + + + + 240 

CGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCACCTGCCGCACCTCCACGTATTAC 
HEDPEVKFNWYVDGVEVHNA- 

CCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCA 

241 + ♦ + + + + 300 

GGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGT 
KTKPREEQYNSTYRVVSVLT- 

CCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAG 

301 ♦ + + ♦ + + 360 

GGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTC 
VLHQDWLN GKEYKCKVSNKA- 

CCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCAC 

361 ♦ - + + + + + 420 

GGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCGGTTTCCCGTCG 

LPAPI EKT I SKAKGQPREPQ- 

AGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCT 

421 + ♦ + + + + 480 

TCCACATGTGGGACGGGGGTAGGGCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGA 
VYTLPP3RDELTKNQVSLTC- 

GCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGC 

481 + + ♦ + + + 540 

CGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCG 
LVKGFY PSDIAVEWESNGQ P - 

CGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCT 

541 ♦ ♦ + + + ♦ 600 

GCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGACCTGAGGCTGCCGAGGAAGAAGGAGA 
ENNYKTT P PVLDSOGS FF L Y - 

AC AGGAAGCTCACCGTGGAC AAGAGC AGGTGGC AGC AGGGGAACGTCTTCTC ATGC TC C G 

601 ♦ ♦ ♦ + + + 660 

TGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGC 
S KLTVDKS RWQQGNVFSC S V - 

TGATGGATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTA 

661 + ♦ + ♦ ♦ + 720 

ACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCAT 
MHEALHNHYTQKSLSLS PGK- 

AAGGTGGAGGTGGTGGTATCGAAGGTCCGACTCTGCGTCAGTGGCTGGCTGCTCGTGCTT 

721 + + + ♦ ♦ + 780 

TTCCACCTCCACCACCATAGCTTCCAGGCTGAGACGCAGTCACCGACCGACGAGCACGAA 
GGGGGI EG PTLRQWLAARA * - 

BamHI 
I 

AATCTCGAGGATCC 

781 + 794 

TTAGAGCTCCTAGG 
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Xbal FIG. 8 

I 

TCTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGGACAAAACTCACACATGTC 

1 + + + + + + 60 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCTGTTTTGAGTGTGTACAG 
c MDKTHTCP- 

CACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAAC 

61 + ♦ + + + + 120 

GTGGAACAGGTCGAGGCCTTGAGGACCCCCCTGGCAGTCAGAAGGAGAAGGGGGGTTTTG 
c PCPAPELLGGPSVFLFPPKP- 

CCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGA 

121 ♦ + + ♦ + + 180 

GGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACT 
c K D T L M I SRT PEVTC'VVVDV 3 - 

GCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATG 

181 + + + + + + 240 

CGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCACCTGCCGCACCTCCACGTATTAC 
c HEDPEVKFNWYVDGVEVHNA- 

CCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCA 

241 + + + ♦ ♦ + 300 

GGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGT 
c KTKPREBQYNSTYRVVSVLT- 

CCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAG 

301 ♦ + + ♦ + + 360 

GGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTC 
C VLHQDWLNGKEYKCKVSNKA- 

CCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCAC 

361 + ♦ ♦ + + + 420 

GGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCGGTTTC 
c LPAPIBKTI SKAKGQ P R E P Q * 

AGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCT 

421 + + > + + + 480 

TCCACATGTGGGACGGGGGTAGGGCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGA 
C VYTLPPSRDELTKNQVSLTC- 

GCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGC 

481 - ♦ + + + + + 540 

CGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCG 
c LVKGFY PSD IAVEWESNGQ P- 

CGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCT 

541 ♦ + - + + + + 600 

GCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGACCTGAGGCTGCCGAGGAAGAAGGAGA 
C ENNYKTTPPVLDSDGSFFLY- 

ACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCG 

601 + + + + + + 660 

TGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGC 
c SKLTVDKSRWQQGNVF3CSV- 

TGATGCATGAGGCTCTGCACAACGACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTA 

661 + ♦ + + ♦ + 720 

ACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCAT 
c MHEALHNHYTQKSL3 h 3 PGK- 

AAGGTGGAGGTGGTGGTATCGAAGGTCCGACTCTGCGTCAGTGGCTGGCTGCTCGTGCTG 

721 + ♦ + + ♦ ♦ 780 

TTCCACCTCCACCACCATAGCTTCCAGGCTGAGACGCAGTCACCGACCGACGAGCACGAC 
c G G G G G I EG PT LRQWLAARAG- 

GTGGTGGAGGTGGCGGCGGAGGTATTGAGGGCCCAACCCTTCGCCAATGGCTTGCAGCAC 

781 ♦ + + ♦ + ♦ 840 

CACCACCTCCACCGCCGCCTCCATAACTCCCGGGTTGGGAAGCGGTTACCGAACGTCGTG 
C GGGGGGGI EG PTLRQWLAAR- 

BamHZ 
I 

GCGCATAATCTCGAGGATCCG 

841 ♦ ♦ - 861 

C GCGT ATTAGAGCTCCTAGGC 

c A * - 
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FIG. 9 

I 

TC T AG ATTTGTTTT AAC T AATT AAAGGAGGAAT AAC AT ATG ATC G AAGGTC C GACTC TGC 

1 ♦ + + + + ♦ 60 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACTAGCTTCCAGGCTGAGACG 
C MIEGPTLR- 

GTCAGTGGCTGGCTGCTCGTGCTGGCGGTGGTGGCGGAGGGGGTGGCATTGAGGGCCCAA 

61 ♦ ♦ + + + 120 

CAGTCACCGACCGACGAGCACGACCGCCACCACCGCCTCCCCCACGGTAACTCCCGGGTT 
C QWLAARAGGGGGGGGI E G P T - 

C C CTTC GC C AATGGC TTGC AGC AC GC GC AGGGGGAGGC GGTGGGGAC AAAAC TC AC AC AT 

121 + ♦ + + + + 180 

GGGAAGCGGTTACCGAACGTCGTGCGCGTCCCCCTCCGCCACCCCTGTTTTGAGTGTGTA 
C LRQWLAARAGGGGGDKTHTC- 

GTCCACCT^GCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTTCCCCCCAA 

181 + + + ♦ * + 240 

CAGGTGGAACGGGTCGTGGACTTGAGGACCCCCCTGGCAGTCAAAAGGAGAAGGGGGGTT 
C PPCPAPBLLGGPSVFLPPPK- 

AACCCAAGGACACCCTCATCATCTCCCGGACCCCTCAGGTCACATGCGTGGTGGTGGACG 

241 + ♦ + ♦ + + 300 

TTGGGTTCCTGTGGGAGTACTAGAGGGCCTCGGGACTCCAGTGTACGCACCACCACCTGC 
C PKDTLMISRTPEVTCVVVDV- 

TGAGCCACGAAGACCCT<^GGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATA 

301 * ♦ ♦ ♦ + ♦ 360 

ACTCGGTGCTTCTGGGACTCCAGTTCAAGTTCACCATt^ACCTGCCGCACCTCCACGTAT 
C SHEDPEVKPNWYVDGVEVHN- 

ATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTCGTCAGCGTCC 
361 + + + t + + 420 

tacggttctgtttcggcgccctcctcgtcatcttgtcgtgcatggcacaccagtcgcagg 
c aktkpreeqyn3tyrvv 3vl- 

tcaccgtcctgcaccaggact<kx:tgaatggcaaggagtacaagtgcaaggtctccaaca 

421 + + + + ♦ + 480 

agtggcaggacgtggtcctgaccgacttaccgttcctcatgttcacgttccagaggttgt 
c tvlhqdwlngkeykckvsnk- 

aagccctcccagcccccatcgagaaaaccatctccaaagccaaagggcagccccgagaac 

481 + + «■ + + + 540 

TTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTT^ 
c ALPAPIEKTISKAKGQPREP- 

CACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGA 

541 + + + + + + 600 

GTGTCCACATGTCGGACGGGGGTAGGGCCCTACTCGACT<WTTCTTGGTCCAGTCGGACT 
c QVYTLPPS RDELTKNQVSLT- 

CCTGCCTGGTCAAAGGCT*TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAAT<5GGC 

601 + + + + + + 660 

GGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCG 
c CLVKGFY PSDIAVEWESNGQ- 

AGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCC 
661 ♦ ♦ + * ♦ ♦ 720 

tcggcctcttgttgatcttct^tgcggacxx^ 

c PB'NNYKTT P PVliDSDGS. PPIi* 

TCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCT 

721 ♦ + + + + ♦ 780 

AGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGA 
C YSKLTVDKSRWQQGNVPSCS- 

CCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGG 

781 + + + + ♦ + 840 

GGCACTACGTACTCCGAGACGTCTTWTCATGTGCGTCTTCTCGGAGAGGGACAGAGGCC 
C VMHEALHNHYTQKSLSLSPG- 

BamHX 

I 

GTAAATAATGGATCC 

841 + 855 

CATTTATTACCTAGG 
C K * 
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FIG. 10 

I 

TCTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGATCGAAGGTCCGACTCTGC 

1 ♦ + ♦ + + + 60 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACTAGCTTCCAGGCTGAGACG 
c MIEGPTLR- 

GTCAGTGGCTGGCTGCTCGTGCTGGTGGAGGCGGTGGGGACAAAACTCACACATGTCCAC 

61 + + + + + ♦ 120 

CAGTCACCGACCGACGAGCACGACCACCTCCGCCACCCCTGTTTTGAGTGTGTACAGGTG 
C QWLAARAGGGGGDKTHTCPP- 

CTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCA 

121 + + ♦ ♦ + ♦ 180 

GAACGGGTCGTGGACTTGAGGACCCCCCTGGCAGTCAAAAGGAGAAGGGGGGTTTTGGGT 
c CPAPELLGGPSVFLPPPKPK- 

AGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATG^GTG»TGGTGGACGTGAGCC 

181 + + + + + + 240 

TCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACTCGG 
c DTLMISRTPEVTCVVVDVSH- 

ACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCA 

241 + ♦ + ♦ + + 300 

TGCTTC TGGGACTCCAGTTC AAGTTG ACC ATGC ACCTGC C GCACCTCC ACGTATTAC GGT 
c EDPEVKFNWYVDGVEVHNAK- 

AGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCG 

301 + + + + + + 360 

TCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGTGGC 
C TKPREEQYNSTYRVVSVLTV- 

TCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCC 

361 + + + ♦ + ♦ 420 

AGGACGTGGTCCTGACCGACTTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTCGGG 
C LHQDWLNGKEYKCKVSNKAL- 

TCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGG 

421 ♦ ♦ ♦ + + ♦ 480 

AGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCGGTTTCCCGTCGGGGCTCTTGGTGTCC 
c PAPI EKTI S KAKGQPREPQV- 

TGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCC 

481 ♦ + + + + + 540 

ACATGTGGGACGGGGGTAGGGCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGACGG 
C YTLPPSRDELTKNQVSLTCL- 

TGGTCAAAGGCTTCT ATCCC AGC GAC ATC GC C GTGGAGTGGGAGAGC AATGGGC AGCC GG 

541 + + + + + ♦ 600 

ACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCGGCC 
C VKGPYPSOIAVEWESNGQPE- 

AGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACA 

601 + + + + + ♦ 660 

TCTTGTTGATGTTCTGGTGCGGAGGGCACGACCTGAGGCTGCCGAGGAAGAAGGAGATGT 
C NNYKTTPPVLDSDGSFPLYS- 

GCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGA 

661 * + + .......-. + + 720 

CGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGCACT 
C KLTVD KS RWQQGNVP3C S V M - 

TGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAAT 

72i + + + + ♦ ♦ 780 

ACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCATTTA 
C HEALHNHYTQKSLSLSPGK*- 

BaoHI 

I 

AATGGATCC 

781 789 

TTACCTAGG 
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FIG. 13 

I 

TCTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGGACAAAACTCACACATGTC 

1 + + + ♦ + * 60 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCTGTTTTGAGTGTGTACAG 
C MDKXHTCP" 
CACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAAC 

61 + + + + + + 120 

GTGG AAC AGGTC GAGGC C TT G AGGAC C C C C C TGGC AGTC AG AAGG AG AAGGGGGGTTTTG 
C PCPAPELLGGPSVFLFPPKP- 

CCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGA 

121 + + + + + + 180 

GGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACT 
c KDTLMISRTPEVTC VVVDVS- 

GCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATG 

181 + * + ♦ + + 240 

CGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCACCTGCCGCACCTCCACGTATTAC 
c HEDPEVKFN WYVDGVEVHNA- 

CC AAGACAAAGCCGCGGGAGGAGC AGT AC AAC AGC AC GT ACCGTGTGGTC AGC GTCCTC A 

241 + + + ♦ + ♦ 300 

GGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGT 
c KTKPREEQYN STYRVVSVLT- 

CCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAG 

301 + + + + + ♦ 360 

GGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTC 
C VLHQDWLNGKEYKCKVSNKA- 

CCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCAC 

361 + + ♦ + + + 420 

GGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCGGTTTCCCGTCGGGGCTCTTGGTG 
C LPAP IEKT I SKAKGQ PRE P Q • 

AGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCT 

421 + + + - + + * 480 

TCCACATGTGGGACGGGGGTAGGGCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGA 
c VYTLPPSRDELTKNQVSLTC- 

GCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGC 

481 + + + + + + 540 

CGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCG 
C LVKGFY PS D IAVEWESNGQ P • 

CGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCT 

541 + + + + + + 600 

GCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGACCTGAGGCTGCCGAGGAAGAAGGAGA 
C ENNYKTTPPVLDSDGSFFIiY* 

ACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCG 

601 ♦ + + ♦ + + 660 

TGTCGTTCGAGTGC^ACCTGTTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGC 
C SKLTVDKSRWQQGNVFSCSV- 

TGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTA 

661 + + + + + + 720 

ACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCAT 
C MHBALHNHYTQKSLSLS PGK- 

AAGGTGGAGGTGGTGGTGGAGGTACTTACTCTTGCCACTTCGGCCCGCTC 

721 + + ♦ ♦ ♦ ♦ 780 

TTCCACCTCCACCACCACCTCCATGAATGAGAACGGTGAAGCCGGGCGACTGAACCCAAA 
c GGGGGGGTYSCH'FGPLTWVC- 

BamHI 
I 

GCAAACCGCAGGGTGGTTAATCTCGTGGATCC 

781 ♦ + + 812 

CGTTTGGCGTCCCACCAATTAGAGCACCTAGG 
c K P Q G G * 
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i TCTAGATTTGTTTTAACTAATTAAAGCAGGAATAACATATGGGAGGTACTTACTCTTGCC 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCCTCCATGAA $ ° 

MGGTYSCH- 

^ ^ ACTTC GGC CC GC TG AC TTGGGT ATGT AAGCC AC AAGGGGGTGGGGGAGGC GGGGGGG AC A 

TGAAGCCGGGCGACTGAACCCATACATTCGGTGTTCCCCCACCCCCTCCGCCCCCCCTGT 1 * ° 
FG PLTWVC K PQGGGGGGGDK- 

AAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCC 
121 + + + + + 18 q 

TTTG AGTGTGT AC AGGTGGAAC GGGTCGTGG ACTTGAGGACC CC CC TGGC AGTC AAAAGG 
THTC P PC PAPELLGGP3VFL- 

TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCG 

181 + V" ♦ + ♦ ♦ + 240 

AGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAGTGTACGC 
PPPKPKDTLMISRTPEVTCV- 

TGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCG 

241 + ♦ + ♦ + + 300 

ACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCACCTGCCGC 
VVDVSHEDPEVKFNWYVDGV- 

TGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTG 
301 ..... ♦ + + + + + 36Q 

ACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGCATGGCAC 
EVHNAKTK PREEQYNSTYRV- 

TGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCA 

361 + - + + ♦ + + 420 

ACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCATGTTCACGT 
VSVLTVLHQDWLNGKEY KCR- 

AGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGC 

421 ♦ + ♦ + + + 480 

TCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCGGTTTC 

VSNKALPA PI EKTI 3 K A K G Q - 

AGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACC 
481 ♦ + + + + + 540 

TCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGACTGGTTCTTGG 
PRE PQVYTL PPSRDELTKNQ- 

AGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGG 
541 + + + + + + $00 

TCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGGCACCTCACCC 
V3 LTCLVKGFYPSDIAVEWE- 

AGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACG 

601 + + + + + + 660 

TCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGACCTGAGGCTGC 
3NGQ PENNYKTTP P V L D S D G * 

GCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACG 

661 - + + + + + • + 720 

CGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGTCCCCTTGC 
SFFLYSKLTVDKSRWQQGNV- 

TCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCT 

721 + + + ♦ ♦ + 780 

AGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTCTCGGAGA 
FSC SVMHEALHNHYTQKSLS- 

BamHI 
I 

CCCTGTCTCCGGGTAAATAATGGATCC 

781 + ♦ 807 

GGGACAGAGGCCCATTTATTACCTAGG 
L 3 P G K * 
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FIG. 15 

I 

TCTAGATTTGAGTTTTAACTTTTAGAAGCAGGAATAAAATATGGGAGGTACTTACTCTTG 

1 + ♦ + ♦ + ♦ 60 

AGATCTAAACTCAAAATTGAAAATCTTCCTCCTTATTTTATACCCTCCATGAATGAGAAC 
b MGGTYSC- 

CCACTTCGGCCCACTGACTTGGGTTTGCAAACCGCAGGGTGGCGGCGGCGGCGGCGGTGG 

61 * * • + ♦ ♦ ♦ + + 120 

GGTGAAGCCGGGTGACTGAACCCAAACGTTTGGCGTCCCACCGCCGCCGCCGCCGCCACC 
b HFGPLTWVCKPQGGGGGGGG 

TACCTATTCCTGTCATTTTGGCCCOCTGACCTGGGTATGTAAGCCACAAGGGGGTGGGGG 

121 + ♦ ♦ + ♦ ♦ 180 

ATGGATAAGGACAGTAAAACCGGGCGACTGGACCCATACATTCGGTGTTCCCCCACCCCC 
b TYSCHFGPLTWVCKPQGGGG- 

AGGCGGGGGGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGG 

181 + + + + + + 240 

TCCGCCCCCCCTGTTTTGAGTGTGTACAGGTGGAACGGGTCGTGGACTTGAGGACCCCCC 
b GGGOKTHTC PPC PAPELLGG 

ACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCC 

241 + + + + + 300 

TGGCAGTCAAAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGG 
b PSVFLFPPKPKDTLMISRTP- 

TGAGGTC AC ATGCGTGGTGGTGGAC GTG AGC C ACGAAGACC CTGAGGTC AAGTTC AACTG 

301 + + ♦ + + + 360 

ACTCCAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGAC 
b EVTCVVVDV3HBDPBVKPNW 

GTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAA 

361 + + + + + + 420 

CATGCACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTT 
b YVDGVEVHNAKTKPRBBQYN 

CAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAA 

421 ♦ + + + + ♦ 480 

GTCGTGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTT 
b STYRVVSVLTVLHQDWLNGK 

GGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTC 

481 + - + + + ♦ + 540 

CCTCATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAG 
b EYKCKVSNKA LPAPIERTIS 

CAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGA 

541 + + + ♦ ♦ + 600 

GTTTCGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACT 
b KAKGQPREPQVYTLPPSRDE 

GCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACAT 

601 + + + + + + 660 

CGACTGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTA 
b LTKNQV 3 LTC LVKGPY PS D I 

CGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGT 

661 ♦ + ♦ * + + 720 

GCGGCACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCA 
b AVBWE9NGQPENNYKTTPPV 

GCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTG 

721 + ♦ + ♦ ♦ + 780 

CGACCTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCAC 
b LDSDGSPFIiYSKLTVDKSRW- 

GCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACAC 

781 ♦ + ♦ + ♦ ♦ 840 

CGTCGTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTG 
b QQGNVFSC SVMHEALHNHYT 

BamHX 
I 

GCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAATGGATCC 

841 ♦ ♦ 881 

CGTCTTCTCGGAGAGGGACAGAGGCCCATTTATTACCTAGG 
b QK3LSL3 PGK* 
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I 

TCTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGGACAAAACTCACACATGTC 

1 ♦ + ♦ + + + 60 

AGATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCTGTTTTC 

MDKTHTC P - 

CACCTTOTCCAGCACCTGAACTCCTGGGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAA^ 

61 ♦ + + --- + ♦ ♦ 120 

GTGGAACGGGTCGTGGACTTGAGGACCCCCCTGGCAGTCAAAAGGAGAAGGGGGGT1TTG 
PC PAPELLGGPSVFLFPPKP- 

C C AAGGAC AC C CTC ATGATC TCC CGG AC CCCTGAGGTC AC ATGC GTGGTGGTGGACGTGA 

121 ♦ + + + + + 180 

GGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACT 
KDTLMI SRTPEVTCVVVDVS- 

GC C ACGAAGACCCTG AGGTC AAGTTC AACTGGT ACGTGGACGGC GTGG AGGTGC ATAATG 

181 + + ♦ + + + 240 

CGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATGCACCTGCCGCACCTCCACGTATTAC 
HEDPBVKFNWYVDGVEVHNA- 

CCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCA 

241 + + + + ♦ + 300 

GGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGT 
KTKPRBEQYNSTYRVVS VLT- 

CCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAG 

301 + + - + + + 360 

GGCAGGACGTGGTCCTGACCGACTTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTC 
VLHQDWLNGKEYKCKVSNKA- 

CCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCAC 

361 + + + + + + 420 

GGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTTCGGTTTCCCGTCGGGGCTCTTGGTG 
L PA PI E KT I S KAKGQ PRE P Q - 

AGGTGTACACCCTGCCTCCATCCCGGGATGAGC7GACCAAGAACCAGGTCAGCCTGACCT 

421 + + + + + + 480 

TCCACATGTGGGACGGAGGTAGGGCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGA 
VYTLPPSRDELTKNQVSLTC- 

GC CTGGTC AAAGGCTTCT ATCCC AGC GAC ATCGCCGTGGAGTGGG AGAGC AATGGGC AGC 

481 ♦ + + + + + 540 

CGGAC C AGTTTC CGAAGAT AGGGTC GCTGT AGCGGC AC CTC ACC CTC TC GTTAC CC GTC G 
LVKGPY PS D IAVEWESNGQ P- 

CGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCT 

541 ♦ + + + + + 600 

GC CTCTTGTTGATGTTCTGGTGC GG AGGGC AC GAC CTG AGGCTGC C GAGGAAGAAGGAG A 
ENNYKTTP PVLDSDGS FFLY* 

ACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCG 

601 + + + + + + 660 

TGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGC 
9KLTVDKS RWQQGNVFSCSV- 

TGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTA 

661 + + + + + + 720 

ACTACGTACTCCGAGACGTGTTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCAT 
MHEALHNHYTQKSLSLS PGK- 

AAGGTGGAGGTGGTGGCGGAGGTACTTACTCTTGCCACTTCGGCCCACTGACTTGGGTTT 

721 + + + + + + 780 

TTCCACCTCCACCACCGCCTCCATGAATGAGAACGGTGAAGCCGGGTGACTGAACCCAAA 
GGGGGGGTY SCHFG P l» T W V C - 

GCAAACCGCAGGGTGGCGGCGGCGGCGGCGGTGGTACCTATTCCTGTCATTTTGGCCCGC 

781 + + + + + + 840 

CGTTTGGCGTCCCACCGCCGCCGCCGCCGCCACCATGGATAAGGACAGTAAAACCGGGCG 
KPQGGGGGGGGTYSCHFGPL- 

BamHI 
I 

TGACCTGGGTATGTAAGCCACAAGGGGGTTAATCTCGAGGATCC 
841 ♦ + + + 884 



ACTGGACCCATACATTCGGTGTTCCCCCAATTAGAGCTCCTAGG 
TWVCKPQGG* 
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[AatH sticky end] 5' GCGTAACGTATGCATGGTCTCC 

(position #4 358 in pAMG21) 3' TGCACGCATTGCATACGTACCAGAGG 

• CC ATGCGAGAGTAGGGAACTGCC AGGCATCAAATAAAACGAAAGGCTC AGTCGAAAGACT 

- GGTACGCTCTCATCCCTTGACGGTCCGTAGTTTATTTTGCTTTCCGAGTCAGCTTTCTGA 

- GGGCCTTTCGTTTTATCTGTTGTTTGTCGGTGAACGCTCTCCTGAGTAGGACAAATCCGC 

- CCCGGAAAGCAAAATAGACAACAAACAGCCACTTGCGAGAGGACTC ATCCTGTTTAGGCG 

■ CGGGAGCGGATTTGAACGTTGCGAAGCAACGGCCCGGAGGGTGGCGGGCAGGACGCCCGC 

- GCCCTCGCCTAAACTTGCAACGCTTCGTTGCCGGGCCTCCCACCGCCCGTCCTGCGGGCG 

• C ATAAACTGCCAGGCATCAAATTAAGCAGAAGGCCATCCTGACGGATGGCCTTTTTGCGT 
-GTATTTGACGGTCCGTAGTTTAATTCGTCTTCCGGTAGGACTGCCTACCGGAAAAACGCA 

-TTCTACAAACTCTTTTGTTTATTTTTCTAAATACATTCAAATATGGACGTCGTACTTAAC 
-AAGATGTTTGAGAAAACAAATAAAAAGATTTATGTAAGTTTATACCTGCAGCATGAATTG 

-TTTTAAAGTATGGGCAATCAATTGCTCCTGTTAAAATTGCTTTAGAAATACTTTGGCAGC 
-AAAATTTCATACCCGTTAGTTAACGAGGACAATTTTAACGAAATCTTTATGAAACCGTCG 

-GGTTTGTTGTATTGAGTTTCATTTGCGCATTGGTTAAATGGAAAGTGACCGTGCGCTTAC 
-CCAAACAACATAACTCAAAGTAAACGCGTAACCAATTTACCTTTCACTGGCACGCGAATG 

-TACAGCCTAATATTTTTGAAATATCCCAAGAGCTTTTTCCTTCGCATGCCCACGCTAAA^ 

- ATGTC GGATT ATAAAAAC TTT AT AGGGTTCTCGAAAAAGGAAGC GT ACGGGTGC GATTTG 

- ATTCTTTTTCTCTTTTGGTTAAATCGTTGTTTGATTTATTATTTGCTATATT^ 

- TAAGAAAAAGAGAAAACCAATTTAGCAACAAACTAAATAATAAACGATATAAATAAAAAG 

-GATAATTATCAACTAGAGAAGGAACAATTAATGGTATGTTCATACACGCATGTAAAAATA 
-CTATTAATAGTTGATCTCTTCCTTGTTAATTACCATACAAGTATGTGCGTACATTTTTAT 

-AACTATCTATATAGTTGTCTTTCTCTGAATGTGCAAAACTAAGCATTCCGAAGCCATTAT 
-TTGATAGATATATCAACAGAAAGAGACTTACACGTTTTGATTCGTAAGGCTTCGGTAATA 

- TAGC AGTATGAATAGGGAAACTAAACCC AGTGATAAGACCTGATGATTTCGCTTCTTTAA 
-ATCGTCATACTTATCCCTTTGATTTGGGTCACTATTCTGGACTACTAAAGCGAAGAAATT 

-TTACATTTGGAGATTTTTTATTTACAGCATTGTTTTCAAATATATTCCAATTAATCGGTG 

- AATGTAAACCTCTAAAAAATAAATGTCGTAACAAAAGTTTATATAAGGTTAATTAGCCAC 

-AATGATTGGAGTTAGAATAATCTACTATAGGATCATATTTTATTAAATTAGCGTCATCAT 

- TTACTAACCTCAATCTTATTAGATGATATCCTAGTATAAAATAATTTAATCGCAGTAGTA 

- AATATTGCCTCCATTTTTTAGGGTAATTATCCAGAATTGAAATATCAGATTTAACCATAG 

- TT ATAAC GGAGGTAAAAAATC CC ATT AAT AGGTC TT AAC TTTAT AGTC T AAATTGGT ATC 

• AATGAGGATAAATGATCGCGAGTAAATAATATTCACAATGTACCATTTTAGTCATATCAG 
-TTACTCCTATTTACTAGCGCTCATTTATTATAAGTGTTACATGGTAAAATCAGTATAGTC 

- ATAAGCATTGATTAATATCATTATTGCTTCTACAGGCTTTAATTTTATTAATTATTCTGT 
-TATTCGTAACTAATTATAGTAATAACGAAGATGTCCGAAATTAAAATAATTAATAAGACA 

- AAGTGTCGTCGGCATTTATGTCTTTCATACCCATCTC 

• TTCACAGCAGCCGTAAATACAGAAAGTATGGGTAGAGAAATAGGAATGGATAACAAACAG 

-GC AAGTTTTGCGTGTTATATATCATTAAAACGGTAATAGATTGACATTTGATTC 

- CGTTC AAAACGCACAATATATAGTAATTTTGCC ATTATCTAACTGTAAACTAAGATTATT 
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ATTGGATTTTTGTCACACTATTATATCGCTTGAAATACAATTGTTTAACATAAGTACCTG 
TAACCTAAAAACAGTGTGATAATATAGCGAACTTTATGTTAACAAATTGTATTCATGGAC 

TAGGATCGTACAGGTTTACGCAAGAAAATGGTTTGTTATAGTCGATTAATCGATTTGATT 
ATCCTAGCATGTCCAAATGCGTTCTTTTACCAAACAATATCAGCTAATTAGCTAAACTAA 

CTAGATTTGTTTTAACTAATTAAAGGAGGAATAACATATGGTTAACGCGTTGGAATTCGA 
GATCTAAACAAAATTGATTAATTTCCTCCTTATTGTATACCAATTGCGCAACCTTAAGCT 

GCTCACTAGTGTCGACCTGCAGGGTACCATGGAAGCTTACTCGAGGATCCGCGGAAAGAA 
CGAGTGATCACAGCTGGACGTCCCATGGTACCTTCGAATGAGCTCCTAGGCGCCTTTCTT 

GAAGAAGAAGAAGAAAGCCCGAAAGGAAGCTGAGTTGGCTGCTGCCACCGCTGAGCAATA 
CTTCTTCTTCTTCTTTCGGGCTTTCCTTCGACTCAACCGACGACGGTGGCGACTCGTTAT 

ACTAGCATAACCCCTTGGGGCCTCTAAACGGGTCTTGAGGGGTTTTTTGCTGAAAGGAGG 
TGATCGTATTGGGGAACCCCGGAGATTTGCCCAGAACTCCCCAAAAAACGACTTTCCTCC 

AACCGCTCTTCACGCTCTTCACGC 3' (Safill sticky end] 

TTGGCGAGAAGTGCGAGAAGTG 5* (position #5904 in pAMG21) 
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FIG. 19A 



CATATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCG 
GTATACCTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTTGAGGACCCCCCTGGC 6 ° 



MDKTHTCPPCPAPELL 



G G P 



TCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

61 + + + + + + 120 

AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

SVFLFPPKPKDTLMISRTPE 

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC 
121 + + + + 1Q0 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

VTCVVVDVSHEDPEVKFNWY 

GTGGACGGC GTGGAGGTGC ATAATGC C AAGAC AAAGC CGCGGGAGGAGC AGT AC AAC AGC 
181 + + + + + + 240 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHNAKTKPREEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 
241 + + + + + + 300 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 
TYRVVSVLTVLHQDWLNGKE 

T AC AAGTGCAAGGTCTCC AAC AAAGC CCTCCCAGCCCCCATCGAGAAAACCATCTCC AAA 

301 + + + + + + 36Q 

ATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 
YKCKVSNKALPAPIEKTISK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 

361 + + + + + + 4 2o 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AKGQPREPQVYTLPPSRDEL* 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 
421 + + + + + + 480 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

TKNQVSLTCLVKGFYPSDIA 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 
481 + + + + + + 540 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 

VEWESNGQPENNYKTTPPVL 

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

541 + + + + + + 600 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGSFFLYSKLTVDKSRWQ 
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CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 

601 + +■ + + + + 660 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

QGNVFSCSVMHEALHNHYTQ 

AAGAGCCTCTCCCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTGACTTCCTGCCGCACTAC 

661 + + + + + + 720 

TTCTCGGAGAGGGACAGAGGCCCATTTCCACCTCCACCACCACTGAAGGACGGCGTGATG 

KSLSLSPGKGGGGGDFLPHY 

BamHI 
I 

AAAAACACCTCTCTGGGTCACCGTCCGTAATGGATCC 

721 + + + 757 

TTTTTGTGGAGAGACCCAGTGGCAGGCATTACCTAGG 

KNTSLGHRP* 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Felgeetal 
APPLN. NO.: A-527B 



FIG. 20A 

Ndel 
I 

CATATGGACTTCCTGCCGCACTACAAAAACACCTCTCTGGGTCACCGTCCGGGTGGAGGC 
GTATACCTGAAGGACGGCGTGATGTTTTTGTGGAGAGACCCAGTGGCAGGCCCACCTCCG 6 ° 

MDFLPHYKNTS LGHRPGGG 
GGTGGGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCG 
CCACCCCTGTTTTGAGTGTGTACAGGTGGAACGGGTCGTGGACTTGAGGACCCCCCT^ 
GGDKTHTCPPCPAPELLGGP 
TCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 
AGTCAAAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 
SVFLFPPKPKDTLMISRTPE 
GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC 
CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 
VTCVVVDVSHEDPBVKPNWY 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 
241 + + + + + + 300 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHN AKTKPREEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 

301 + ♦ + + + + 360 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 

TYRVVSVLTVLHQDWLNGKE 

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 

361 + + + + + + 420 

ATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 

YKCKVSNKALPAPIEKTISK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 
421 + + + + + + 480 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AKGQPREPQVYTLPPSRDEL 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 

481 t + + + + + + 540 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

TKNQ VS LTCLVK GFYPSDIA 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 

541 + + + + + + 600 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 

VEWESNGQPENNYKTTPPVL 



TnVE: MODiFiED PEPTiDES AS TnE^APEoTiC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 20B 

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

601 + + + 660 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 
a DSDGSFFLYSKLTVDKSRWQ 

CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 
SSI + + + + + + 720 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 
a QGNVFSCSVMHEALHNHYTQ 



BamHI 
I 

AAGAGCCTCTCCCTGTCTCCGGGTAAATAATGGATCCGCGG 

721 + + + + - 761 

TTCTCGGAGAGGGACAGAGGCCCATTTATTACCTAGGCGCC 

a KSLSLSPGK* 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feige et al 
APPLN. NO.: A-527B 



FIG. 21A 



I 

CATATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCG 

GTATACCTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTTGAGGACCCCCCTGGC $ ° 

MDKTHTCPPCPAPELLGGP 

TCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

SVFLFPPKPKDTLMISRTPE 

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC 
121 + + + + + + 180 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

VTCVVVDVSHEDPEVKFNWY 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 

181 + + + + + + 240 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHNAK.TKPREEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 
241 - * + + + + + + 300 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 

TYRVVSVLTVLHQD.WLNGKE 

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 
301 + + + + + 360 

ATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 

YKCKVSNKALPAPIEKTISK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 
361 + + + + + + 420 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AKGQPREPQV. YTLPPSRDEL 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 
421 + + + + + + 480 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

TKNQVSLTCLVKGFYPS DIA 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 

481 + + + + + + 540 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 

VEWESNGQPENNYKTTPPVL* 

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

541 + + + + + + 600 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGSFFLYSKLTVDKSRWQ 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 21B 



CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 
601 + + + + + + 660 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

QGNVFSCSVMHEALHNHYTQ 

AAGAGCCTCTCCCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTTTCGAATGGACCCCGGGT 
661 + + + + + + 720 

TTCTCGGAGAGGGACAGAGGCCCATTTCCACCTCCACCACCAAAGCTTACCTGGGGCCCA 

KS LSLS PGKGGGGGFEWTPG 

BamHI 
I 

TACTGGCAGCCGTACGCTCTGCCGCTGTAATGGATCCCTCGAG 

721 + + + + 763 

ATGACCGTCGGCATGCGAGACGGCGACATTACCTAGGGAGCTC 



YWQPYALPL 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



Ndel 



FIG. 22A 



CATATGTTCGAATGGACCCCGGGTTACTGGCAGCCGTACGCTCTGCCGCTGGGTGGAGGC 

1 + + + + + + 60 

GTATACAAGCTTACCTGGGGCCCAATGACCGTCGGCATGCGAGACGGCGACCCACCTCCG 

MFEWTPGYWQPYALPLGGG 

GGTGGGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGGGGACCG 

61 +• + + + + 4- 120 

CCACCCCTGTTTTGAGTGTGTACAGGTGGAACGGGTCGTGGACTTGAGGACCCCCCTGGC 

GGDKTHTCPPCPAPELLGGP 

TCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

121 + + + + + + 180 

AGTCAAAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

SVFLFPPKPKDTIiMISRTPE 

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC - 

181 + + + + + + 240 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

VTCVVVDVSHEDPEV KFNWY 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 

241 + + + + + + 300 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHNAKTKPREEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 

301 + + + + + + 360 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 

TYRVVSVLTVLHQDW LNGKE 

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 

361 + ♦ + + + "- + 420 

ATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 

YKCKVSNKALPAPIEKTISK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 

421 + + + + + + 480 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AKGQPREPQVYTLPPSRDEL 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 

481 + + + + + 540 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

TKNQVS LTCLVKGFYPSDIA 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 

541 + + + + + + 600 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 

VEWESNGQPENNYKTTPPVL 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feige et al 
APPLN. NO.: A-527B 



FIG. 22B 



GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

601 + + + + + + 660 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGSFFLYSKLTVDKSRWQ 

CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 

661 + + + + + + 720 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

QGNVFSCSVMHEALHNHYTQ 

BamHI 
I 

AAGAGCCTCTCCCTGTCTCCGGGTAAATAATGGATCC 

721 + + + 757 

TTCTCGGAGAGGGACAGAGGCCCATTTATTACCTAGG 



KSLSLSPGK 



* 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS". Feigeetal 
APPLN. NO.: A-527B 



FIG. 23A 



Ndel 



CATATGGACAAAACTCACACATGTCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCG 
1 + - + + + + + 6Q 

GTATACCTGTTTTGAGTGTGTACAGGTGGCACGGGTCGTGGACTTGAGGACCCCCCTGGC 

MDKTHTCPPCPAPELLGGP 

TCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

AGTCAAAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

SVFLFPPKPKDTLMISRTPE. 

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC 

121- + + + + + + 180 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

VTCVVVDVSHEDPEVKFNWY 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 
181 + + ---- + + + + 240 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHNAKTKP. REEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 

241 + + + + + + 300 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 

TYRVVSVLTVLHQDWLNGKE 

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 

301 + + + + + + 360 

ATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 

YKCKVSNKALPAPIEKTISK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 

361 + + + + + + 420 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AK GQPREPQVYTLPPSRDEL 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 

421 + + + + + + 480 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

TKNQVSLTCLVKGFYPSDIA 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 

481 + + + + + + 540 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 

VEWESNGQPENNYKTTPPVL 

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

541 + + + + + + 600 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGSFFLYSKLTVDKSRWQ 



, . , Le. MOUIHED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feige et al 
APPLN. NO.: A-527B 



FIG. 23B 

CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 

601 + + + + + + 660 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

a QGNVFSCSVMHEALHNHYTQ 

AAGAGCCTCTCCCTGTCTCCGGGTAAAGGTGGTGGTGGTGGTGTTGAACCGAACTGTGAC 

661 + + + + + + 720 

TTCTCGGAGAGGGACAGAGGCCCATTTCCACCACCACCACCACAACTTGGCTTGACACTG 

a KSLSLSPGKGGGGGVEPNCD 

BaxnHI 

I 

ATCCATGTTATGTGGGAATGGGAATGTTTTGAACGTCTGTAACTCGAGGATCC 

721 + + + + + 773 

TAGGTACAATACACCCTTACCCTTACAAAACTTGCAGACATTGAGCTCCTAGG 

a IHVMWEWECFERL* 



I ITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feige et al 
APPLN. NO.: A-527B 



FIG. 24A 



Ndel 



CATATGGTTGAACCGAACTGTGACATCCATGTTATGTGGGAATGGGAATGTTTTGAACGT 

1 + + + + ♦ + 60 

GTATACCAACTTGGCTTGACACTGTAGGTACAATACACCCTTACCCTTACAAAACTTGCA 

MVEPNCD IHVMWEWECFER 

CTGGGTGGTGGTGGTGGTGACAAAACTCACACATGTCCACCGTGCCCAGCACCTGAACTC 

6 * + + + + + + 120 

GACCCACCACCACCACCACTGTTTTGAGTGTGTACAGGTGGCACGGGTCGTGGACTTGAG 

LGGGGGDKTHTCPPCPAPEL. 

CTGGGGGGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCC 

121 + + + + + + 180 

GACCCCCCTGGCAGTCAAAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGG 

LGGPSVFLFPPKPKDTLMIS 

CGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAG 

181 + + + ♦ + + 240 

GCCTGGGGACTCCAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTC 

RTPEVTCVVVDVSHEDPEVK 

TTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAG 

241 + + + + + + 300 

AAGTTGACCATGCACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTC 

FN WYVDGVEVHNAKTKPREE 

CAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTG 

301 + + + + + + 360 

GTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGAC 

QYNSTYRVVSVLTVLHQDWL 

AATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAA 

361 + + + + + + 420 

TTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTT 

NGKEYKCKVSNKALPAPIEK 

ACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCC 

421 + + + + * + 480 

TGGTAGAGGTTTCGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGG 

TISKAKGQPREPQVYTLPPS 

CGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCC 

481 + + + + + - - + 540 

GCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGG 

RDELTKNQVSLTCLVKGFYP 

AGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACG 

541 + + + + + + 600 

TCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGC 

SDIAVEWESNGQPENNYKTT 



TITLfc. MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 24B 

CCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG 

601 + + + + + + 660 

GGAGGGCACGACCTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTC 

a PPVLDSDGSFFLYSK'LTVDK 

AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAAC 

661 + + + + + + 720 

TCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTG 

a SRWQQGNVFSCSVMHEALHN 

BamHI 
I 

CACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAACTCGAGGATCC 

721 + + + + + 773 

GTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCATTTATTGAGCTCCTAGG 

a HYTQKSLSLSPGK* 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 25A 

Ndel 
I 

CATATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGACCG 

GTATACCTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTTGAGGACCCCCCTGGC 

MDKTHTCPPCPAPELLGGP 

TCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

61 + + + + + + 120 

AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

SVFLFPPKPKDTLMISRTPE 

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC 

121 + + + + + + 180 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

VTCVVVDVSHEDPEVKFNWY 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 

181 + + + + + + 240 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCAT6TTGTCG 

VD.GVEVHNAKTKPREEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 

241 + + + +. + + 300 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 

TYRVVSVLTVLHQD WLNGKE 

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 

301 + + + + + + 360 

ATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 

YKCKVSNKALPAPIEKTISK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 

361 + + + + - + + 420 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AKGQPREPQVYTLPPSRDEL 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 

421 + + + + + + 480 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

TKNQVSLTCLVKGFYPSDIA 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 

481 + + + + + + 540 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 

VEWESNGQPENNYKTTPPVL 

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

54i + + + + + + 600 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGSFFLYSKLTVDKSRWQ 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 25B 



CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 

601 + + - + + + + 660 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

QGNVFSCSVMHEALHNHYTQ 

AAGAGCCTCTCCCTGTCTCCGGGTAAAGGTGGAGGTGGTGGTTGCACCACCCACTGGGGT 

661 + + + + + + 720 

TTCTCGGAGAGGGACAGAGGCCCATTTCCACCTCCACCACCAACGTGGTGGGTGACCCCA 

KSLSLSPGK-GGGGGCTTHWG 

BamHI 
I 

TTCACCCTGTGCTAATGGATCCCTCGAG 

721 + + 748 

AAGTGGGACACGATTACCTAGGGAGCTC 



TITLE: MODIFIED PEPTIDES AS THERAPEUTIC AGENTS 
INVENTORS: Feigeetal 
APPLN. NO.: A-527B 



FIG. 26A 

Ndel 
I 

CATATGTGCACCACCCACTGGGGTTTCACCCTGTGCGGTGGAGGCGGTGGGGACAAAGGT 

1 + + + + + + 60 

GTATACACGTGGTGGGTGACCCCAAAGTGGGACACGCCACCTCCGCCACCCCTGTTTCCA 

MCTTHWGFTLCGGGGGDKG 

GGAGGCGGTGGGGACAAAACTCACACATGTCCACCTTGCCCAGCACCTGAACTCCTGGGG 

61 + + + + + + 120 

CCTCCGCCACCCCTGTTTTGAGTGTGTACAGGTGGAACGGGTCGTGGACTTGAGGACCCC 

GGGGDKTHTCPPCPAPELLG 

GGACCGTCAGTTTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACC 

121 + + + + + + 180 

CCTGGCAGTCAAAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGG 

GPSVFLFPPKPKDTLMISRT 

CCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAAC 

181 + + + + + ♦ 240 

GGACTCCAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTG 

PEVTCVVVDVSHEDPEVKFN 

TGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTAC 

241 + + + + + + 300 

ACCATGCACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATG 

WYVDGVEVHNAKTK. PREEQY 

AACAGGACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGC 

301 ♦ + + + + + 360 

TTGTCGTGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCG 

NSTYRVVSVLTVLHQDWLNG 

AAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATC 

361 + + + + + + 420 

TTCCTCATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAG 

KEYKCKVSNK ALPAPIEKTI 

TCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAT 

421 + ♦ - + + + + 480 

AGGTTTCGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTA 

SKAKGQPREPQVYTLPPSRD 

GAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGAC 

481 + + * + + -+ 540 

CTCGACTGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTG 

E LTKNQVSLTCLVKGFYPSD 

ATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCC 

541 + + + + + + 600 

TAGCGGCACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGG 

IAVEWESNGQPENNYKTTPP 
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FIG. 26B 

GTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGG 
601 + + + + + + 650 

CACGACCTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCC 

a V UDSDGSFFLYSKLTVDKSR 

TGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTAC 

661 + + + + + + ^2 

ACCGTCGTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATG 

a WQQGNVFSCSVMHEALHNHY 

BamHI 
I 

ACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATAATGGATCC 

721 + + + + 763 

TGCGTCTTCTCGGAGAGGGACAGAGGCCCATTTATTACCTAGG 

a TQKSLSLSPGK* 



